Fas-induced death of a murine pulmonary epithelial cell line: modulation by inflammatory cytokines.
Here we report that a murine pulmonary epithelial cell line (LA-4) expresses Fas (CD95) under resting conditions. Exposure of untreated cells to an anti-Fas monoclonal antibody induces apoptosis in a time- and dose-dependent fashion as revealed by cell viability and by propidium iodide staining followed by FACS analysis. Fas surface expression was increased, in a time-dependent fashion, by the inflammatory cytokines IL-1beta and TNF-alpha. Other inflammatory mediators such as IFN-gamma or endothelin-1 were without any effect. This increase in Fas expression was associated with an increase in sensitivity to anti-Fas-induced apoptosis of LA-4 cells. IL-4, which is known to induce CD95 resistance in other cell types, did not protect LA-4 cells against anti-CD95-induced cell death. These results suggest that Fas-induced apoptosis of epithelial cells may contribute to the epithelial shedding observed in asthmatic airways.